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Palliative effects. due to urethane therapy have been reported in human cases.1 2 The response to urethane in lvmphoid leukemia was less pronounced and more variable than in myeloid leukemia. On the other hand the responses of transplantable animal leukemias (rat and mouse) were found by the same authors3 to be very much less striking than in humans, if evident at all. Murphy and Sturm4 have shown a marked effect of urethane on the percentage of "takes" of a transplantable lymphoid leu-kemia in the rat. Recently, it has been shown in a small series of mice inoculated with a chronic myeloid chloroleukemia that certain palliative effects similar to x-ray therapy were obtained.5 The effect on prolongation of.life was not determined in any of the above experiments.
Preliminary work is reported here relating to the effect of urethane on spontaneous leukemias arising in the C58 and RIL, subline B, inbred leukemic strains of mice. In this laboratory approximately 90% of mice of both sexes develop leukemia beginning at 6 months of age in the C58 strain. The majority of these leukemias are lymphoid (lymphocytic) although occa'sionally myeloid and "stem-cell" leukemias appear. The mean length of life of untreated spontaneous leukemias in the C58 strain was 21.8 ] 7.15 days and in urethane-treated leukemias 35.9 i 8.76 days following discovery of symptoms by palpation. In one case, Q C58 80302 life was maintained for 52 days. Although the difference of the means is not significant in the series reported here, indications are that if urethane is given early, following discovery of symptoms, a greater life expectancy may be obtained.
Leukemic mice from both the C58 and RIL strains (8 animals), in which there was initial thymic involvement resulting in dyspnea followed usually by a rapid, generalized systemic course of the disease, were given urethane treatment immediately upon discovery of the dyspnea. There resulted a marked depression in the white-cell count, a decrease of immatures in the circulating blood and in most cases a sudden disappearance of dyspnea. In these mice there was a significant increase in the length of life, 22.7 3.1 days compared with 7.7 5.34 days, for untreated controls. At autopsy it was found that the thymus had regressed, was soft, spongy and yellowish-brown in color. The difference in mean thymus weights between the urethane-treated and control series was 457.1 mg. where t = 3.7 and P < 0.01% (see table 2 ).
The following histological picture obtains in leukemic mice receiving daily sub-anesthetic doses of urethane: In the lymph nodes of mice receiving urethane shortly after appearance of symptoms there was observed in most cases an intense necrobiosis with pyknosis, karyorrhexis and chromatolysis. This was usually generalized throughout the nodes. However, the process was localized in leukemic mice in which therapy was begun in the terminal stages of the disease. Where therapy had been continued for a relatively long period of time there were found areas of necrosis in the lymph nodes. In several cases moderate to intense reticulosis and fibrosis were observed. The reactions of splenic tissue to urethane were similar but not so intense as in lymph nodes.
The most pronounced effect of the drug has been observed in the thymus where intense generalized necrobiosis, large areas of necrosis and fibrosis and severe hyperemia were observed.
Phagocytosis was very prominent in the livers of treated mice. Large areas of perivascular fibrosis in regions of leukemic infiltration were present. In some hepatic cells there was a moderate degree of vacuolar degeneration.-Hyperemia was pronounced in some livers.
In e RIL 28 in which there was severe thymic involvement and in which urethane therapy was started 8 days after appearance of symptoms there occurred moderate leukemic infiltration in the lung. There was observed in these areas of infiltration a very intense necrobiosis.
More complete details concerning the histology of urethane-treated tissues will be given later.
Summary. 
